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Résumé en
anglais
Dent disease is a rare X-linked tubulopathy characterized by low molecular weight
proteinuria, hypercalciuria, nephrocalcinosis and/or nephrolithiasis, progressive renal
failure, and variable manifestations of other proximal tubule dysfunctions. It often
progresses over a few decades to chronic renal insufficiency, and therefore molecular
characterization is important to allow appropriate genetic counseling. Two genetic
subtypes have been described to date: Dent disease 1 is caused by mutations of the
CLCN5 gene, coding for the chloride/proton exchanger ClC-5; and Dent disease 2 by
mutations of the OCRL gene, coding for the inositol polyphosphate 5-phosphatase
OCRL-1. Herein, we review previously reported mutations (n = 192) and their
associated phenotype in 377 male patients with Dent disease 1 and describe
phenotype and novel (n = 42) and recurrent mutations (n = 24) in a large cohort of
117 Dent disease 1 patients belonging to 90 families. The novel missense and in-frame
mutations described were mapped onto a three-dimensional homology model of the
ClC-5 protein. This analysis suggests that these mutations affect the dimerization
process, helix stability, or transport. The phenotype of our cohort patients supports
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